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DETAILED ACTION 

Applicants' arguments, filed April 30, 2008, have been fully considered but they 
are not deemed to be persuasive. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections and/or objections 
are either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Election/Restrictions 

Claims 5-7 and 13-16 were withdrawn from further consideration pursuant to 37 
CFR 1.142(b) as being drawn to a nonelected invention/species, there being no 
allowable generic or linking claim (see p. 2 of the Office Action mailed January 31, 
2008). Claims 5-7 were withdrawn from further consideration pursuant to 37 CFR 
1 .142(b) as being drawn to a nonelected species, i.e. Applicant elected bleeding 
complications of portal hypertension as the species of disease of condition from the list 
in claims 2 and 5 (see p. 4 of the Requirement for Restriction mailed October 26, 2007). 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-4 and 8-12 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for the treatment of portal hypertension and its 
bleeding complications, does not reasonably provide enablement for the prevention of 
portal hypertension and its bleeding complications. The specification does not enable 
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any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to practice the invention commensurate in scope with these claims. 

Claims 1-4 and 8-12 are drawn to a method of treating and preventing portal 
hypertension and associated conditions and complications comprising administering a 
PDE 5 inhibitor. Vardenafil and bleeding complications of portal hypertension are the 
elected species of PDE 5 inhibitor and disease condition related to portal vein pressure 
currently under examination. The prior art teaches that portal hypertension and its 
bleeding complications are difficult to treat, and that there is no known prevention. For 
instance, de Franchis et al teaches that all patients with cirrhosis of the liver will 
eventually develop portal hypertension and esphagogastric varices (abstract). This 
indicates a lack of predictability of preventing portal hypertension in the art. 
Furthermore, the Applicant has provided no working example demonstrating the ability 
of this method to prevent portal hypertension and has provided no direction on how to 
carry out the method of preventing portal hypertension. For these reasons, it would take 
undue experimentation for one of ordinary skill in the art to practice the prevention of 
portal hypertension with a reasonable expectation of success. 

Applicant argues that an effective prevention of portal hypertension is provided in 
the instant Application. This is an allegation without factual support and is therefore 
unpersuasive. As noted above, the prior art teaches that portal hypertension and its 
bleeding complications are difficult to treat, and that there is no known prevention. This 
indicates a lack of predictability of preventing portal hypertension in the art. 
Furthermore, the Applicant has provided no working example demonstrating the ability 
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of this method to prevent portal hypertension and has provided no direction on how to 
carry out the method of preventing portal hypertension. For these reasons, it would take 
undue experimentation for one of ordinary skill in the art to practice the prevention of 
portal hypertension with a reasonable expectation of success. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-4 and 8-12 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Garcia et al in view of Garcia-Tsao (both references provided by Applicant), further 
in view of Niazi et al (US Patent 6338862). 

Claims 1-4 and 8-12 are drawn to a method of treating portal hypertension 
comprising administering a PDE 5 inhibitor. Vardenafil and bleeding complications of 
portal hypertension are the elected species of PDE 5 inhibitor and disease condition 
related to portal vein pressure currently under examination. 

Garcia teaches that administration of the PDE 5 inhibitor, Sildenafil, at 10 mg/kg 
body weight, decreases portal vein pressure (abstract). Garcia does not teach the use 
of the PDE 5 inhibitor Vardenafil, or that the PDE 5 inhibitor induced decrease in portal 
vein pressure treats bleeding complications of portal hypertension. Niazi teaches that 
Vardenafil is a known PDE 5 inhibitor (column 4, lines 57-61). Garcia-Tsao teaches that 
portal hypertension is the cause of gastroesophageal varices and variceal hemorrhage 
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(abstract). Therefore it would have been obvious to one of ordinary skill in the art at the 
time of the instantly claimed invention to use, Vardenafil, in place of Sildenafil, since 
they have PDE 5 inhibitory activity, known to cause a decrease in portal vein pressure, 
to treat portal hypertension and the known complications of portal hypertension, 
gastroesophageal varices and variceal hemorrhage in humans. Thus, resulting in the 
practice of the instantly claimed invention with a reasonable expectation of success. 
Additionally, it would have been obvious to one of ordinary skill in the art at the time of 
the instantly claimed invention to administer Vardenafil in a single oral dosage form, 
since this method of administration is common in the pharmaceutical art. 

Applicant argues that Garcia does not deal with the treatment of portal 
hypertension. This is found unpersuasive because Garcia explicitly teaches that 
10mg/kg Sildenafil was associated with a 16.5% decrease in portal vein pressure 
(abstract, lines 24 and 25), motivating one of ordinary skill in the art to treat portal 
hypertension with a PDE 5 inhibitor as noted above. Applicant argues that the 10mg/kg 
dosage of Sildenafil resulted in an unsafe drop in systemic blood pressure. This is an 
allegation without fact and is therefore unpersuasive. Applicant has provided no 
evidence that the effect on systemic hypertension would prevent one of ordinary skill in 
the art from using the dosage of Garcia. Additionally, a decrease in systemic blood 
pressure may also be desired in a patient with severe hypertension. Applicant further 
argues that does not teach the selective activity of a PDE 5 inhibitor on portal vein flow 
versus arterial vein flow into the liver. This selective activity is a characteristic of the 
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method rendered obvious by the prior art, as noted above. This activity flows from a 
property of Vardenafil and is necessarily present in the prior art. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CHRISTOPHER R. STONE whose telephone number is 
(571)270-3494. The examiner can normally be reached on Monday-Thursday, 7:30am- 
4:00pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin H. Marschel can be reached on (571) 272-0718. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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